I solated tumor cells (ITCs) are defined as very low volume nodal (or systemic) involvement and are not considered metastases for staging purposes. 1 When found in the sentinel lymph nodes (SLNs) of breast cancer, no systemic or regional treatment has been suggested for this finding alone. 2 In contrast to this consensus statement, recently published data from the European Institute of Oncology (EIO) 3 suggest that further nodal involvement beyond the SLNs may be encountered in up to 15% of the cases if the SLN contains only ITC, and on this basis the authors mandate axillary treatment even in the event of SLN ITCs.
By reviewing and meta-analyzing data on further nodal involvement associated with SLN micrometastasis and ITCs, we found a similar proportion of second echelon lymph node metastasis for the whole group 4 and around 10% for SLN metastases detected by cytokeratin immunohistochemistry (IHC) alone. However, we were unable to separate the data according to SLN metastasis size because the definitions of ITC varied, and several authors reported results only in relation to the method of detection of the SLN involvement: IHC versus hematoxylin and eosin staining. ITCs are differently interpreted by pathologists, 5 and this category of SLN involvement seems suboptimally reproducible. 6 This is why the EIO data are important and of high impact, as they were generated in a single institution, with a systematic approach to SLNs involving compete step sectioning of the lymph nodes.
However, before making a general recommendation on the basis of their data, I would like to draw attention to one specific methodologic issue that weakens their strong data on ITCs. The histopathologic workup of SLNs is based on frozen sections and hematoxylin and eosin staining of the SLNs, and IHC is used only in doubtful cases. The EIO has rejected the routine use of IHC (consistently with several current recommendations) on the basis of only a few cases. Although I agree that the role of IHC decreases as the distance between levels of step sectioning decreases, 7 IHC still increases the rate of detecting ITCs as it is more sensitive. Detecting ITCs is a statistically random event 8 and should not be considered the aim of SLN histology. 9 Considering that both frozen sections (with their generally lower quality than paraffin embedded material) and the lack of routinely performing IHC allow more single cells or small clusters to remain undetected, I suggest that a number of ITCs have remained undetected at the levels sectioned. Therefore, ITC may be more frequent and be associated with a somewhat lower rate of non-SLN involvement in departments where complete step sectioning of the SLNs and IHC are used in conjunction. 5 Despite this minor criticism, I congratulate the authors for the very important message of their paper, ie, metastasis size is a continuous variable, and the category of micrometastasis is not homogeneous as concerns the risks of further nodal involvement. 
Gabor Cserni, MD, PhD

Reply:
W e wish to thank Dr. Cserni for his interest in, and appreciation of, our paper. We definitely agree that extensive use of immunohistochemistry is likely to increase the detection rate of minimal involvement of axillary lymph nodes.
This, however, does not necessarily mean, as speculated by Dr. Cserni, that a lower rate of nonsentinel lymph node involvement would be expected. Indeed, it should be considered that nonsentinel axillary lymph nodes in our, as well as in other groups' studies, have been less extensively examined, with one to few sections cut per lymph node. Should all the nonsentinel lymph nodes be more thoroughly examined by serial sectioning and immunohistochemistry, then the rate of detection of additional metastases to these lymph nodes would also increase. As a consequence, the actual risk of additional nonsentinel lymph node metastases in case of minimal involvement of the sentinel lymph nodes may well remain similar to the one reported in our paper, or even increase. W ith interest we read the article by Pandolfino et al. 1 The authors have to be congratulated for this outstanding work, which represents an important contribution to improve our understanding of mechanisms underlying gastroesophageal reflux disease. 2 Based on their findings, fundoplication works by creation of a "high pressure" junctional canal between the esophagus and the proximal stomach with decreased distensibility thus impairing reflux into the esophagus also during periods of transient lower esophageal sphincter (LES) relaxations. It remains to be questioned if gastric wrap-induced repair and stabilization of junctional geometry would also impair diaphragmatic excursionand peristalsis-induced longitudinal movement of the junctional mucosa out of the pressure zone into the acidic environment of the proximal stomach? Such a biomechanic effect would contribute to healing and repair of reflux-induced morphologic changes (carditis, columnar lined esophagus). 3 Most importantly, the findings of Pandolfino et al 1 may also have important clinical implications for laparoscopic treatment of another motility disorder involving the LES: achalasia. 4 -7 Achalasia is characterized by impaired swallow-induced distensibility of the LES and aperistalsis of the esophagus. Surgical treatment aims to restore distensibility of the junctional canal by Heller-type myotomy of the LES. 4, 5 Experimental and clinical experience with transmural dissection of the esophagogastric junction for treatment of severe forms of achalasia has also been reported. 6, 7 Discrepancy still exists whether Heller myotomy should be conducted with or without an antireflux procedure. 8 During laparoscopic myotomy, hiatal attachments between the esophagogastric junction and the crural diaphragm are dissected. 4, 5 It is well accepted that LES performance follows a close structurefunction relationship. 1 LES characteristics (ie, manometric pressure, length, and swallow-induced relaxation) depend on intrinsic LES function and extrinsic contribution, including hiatal attachments, the crura of the diaphragm, intra-abdominal pressure, and the acute angle of His. 1 
Giuseppe Viale, MD Giovanni Mazzarol, MD
Reply:
W e thank the authors for their appreciation of our study 1 demonstrating the efficacy of fundoplication in restoring the normal distensive characteristics of the esophagogastric junction (EGJ). The fundoplication surgical procedure anatomically remodels the EGJ region by wrapping the fundus externally around the hiatus and suturing the 2 walls together, resulting in an enhanced stiffness of this region when compared with gastroesophageal reflux disease patients. The authors of this correspondence raise the question of whether axial mobility of the intrinsic sphincter is impaired after fundoplication and what biomechanical ramifications this may have on EGJ morphology postsurgery.
In this context, a related paper from our research group, 2 comparing the mechanics of antegrade bolus emptying in normal subjects and postfundoplication patients, showed that fundoplication can be associated with an inability of the distal esophagus to generate sufficient active muscle tone for complete esophageal emptying. One source of the reduced muscle tone may be that reflux disease is associated with a deficient tonic capability in the distal esophagus. However, another potential cause is the limited axial mobility of the sphincter postfundoplication. The normal esophageal emptying process is associated with the orad excursion of the intrinsic sphincter during formation of the phrenic ampulla. This temporary herniation of the intrinsic sphincter over the distal esophageal bolus cavity places it in an optimal position to generate rapid increases in cavity muscle tone, which in turn will facilitate transhiatal flow. We hypothesized that, in the normal swallow, the inhibition of intrinsic sphincter tone initiated soon after the swallow is restored after repositioning of the sphincter orad over the ampulla, and that this reconstituted sustained sphincteric muscle squeeze is a major contributor to the sudden increase in tone. This rapid increase in tone causes a rapid increase in the driving pressure and forces open the hiatal canal. Hence, we concluded that the lack of rapid increase in cavity muscle tone post fundoplication reflects, in part, the restricted axial motion of the intrinsic sphincter by the surgical procedure. 3 Although our analysis was focused on antegrade opening, our data do support that movement of the squamocolumnar junction is restricted postfundoplication. Thus, it is possible, as the authors suggest, that fundoplication may also limit axial mobility of the squamocolumnar junction and/or junctional mucosa into the acidic gastric compartment.
In terms of the last comment regarding the need for fundoplication in patients undergoing myotomy, we agree with the authors and strongly favor this approach. An effective myotomy will obliterate the intrinsic lower esophageal sphincter and does have the potential to alter the integrity of the extrinsic sphincter. This scenario provides the appropriate "2 hits" for acid reflux to occur and may potentially increase gastroesophageal reflux disease severity.
Sudip K. Ghosh John E. Pandolfino
Feinberg School of Medicine
Northwestern University Chicago, IL j-pandolfino@northwestern.edu
Can Journals Help the Improvement of Meta-Analyses Quality in Plastic Surgery?
To the Editor:
W e read with great interest the article by Dixon et al 1 in the March issue. We found that the article repre-sented a very critical, in-depth contribution to the issue of creditability of meta-analyses and their application in everyday clinical practice. The authors evaluated a series of meta-analyses by applying the Overview Quality Assessment Questionnaire (OQAQ) and coined some criteria of their own. We performed an evaluation of the literature in the fields of the plastic, reconstructive, and cosmetic surgery, making use of two of those criteria.
Selection of the literature was performed in the same manner as the previous mentioned authors, by the use of the PubMed (MEDLINE) search engine, and the same criteria, except of the fact that we did not have publication date limitations. As factor A, we termed the hypothesis that at least one of the authors had already contributed to a metaanalysis in the past. As factor B, we named the assumption that at least one author was a member in a department of public health or epidemiology.
We managed to identify only seven relevant meta-analyses for our evaluation. [2] [3] [4] [5] [6] [7] [8] From those articles, only three of seven qualified for criteria A or B. Interestingly enough, articles that satisfied assumption A were also positive for criterion B. These three articles 6 -8 were then appraised using the OQAQ, and all of them had minor methodologic flaws. However, some issues arise that are specific for the field of plastic surgery: metaanalyses in our discipline are scarce and difficult to conduct. Therefore, most of the authors are inevitably first timers. Furthermore, with the profusion of publications in scientific and biomedical journals, it is difficult for busy clinicians, educators, and investigators to keep abreast of new developments; more so, if they cannot be sure of the quality of the report itself. When scientific and biomedical journals publish an article of any type, in our case a meta-analysis, shouldn't they be the ones that make an appraisal first before publishing it? Would it be incorrect for one to grand a consideration to providing readers of a given meta-analyses with an OQAQ score printed at the beginning or the end of the article?
